Abstract: Diabetic retinopathy (DR) is a complication of diabetes and is known as visual impairment, and is diagnosed in various ethnicities of the working-age population worldwide. Fundus angiography is a widely applicable modality used by ophthalmologists and computerized applications to detect DR-based clinical features such as microaneurysms (MAs), hemorrhages (HEMs), and exudates (EXs) for early screening of DR. Fundus images are usually acquired using funduscopic cameras in varied light conditions and angles. Therefore, these images are prone to non-uniform illumination, poor contrast, transmission error, low brightness, and noise problems. This paper presents a novel and real-time mechanism of fundus image enhancement used for early grading of diabetic retinopathy, macular degeneration, retinal neoplasms, and choroid disruptions. The proposed system is based on two folds: (i) An RGB fundus image is initially taken and converted into a color appearance module (called lightness and denoted as J) of the CIECAM02 color space model to obtain image information in grayscale with bright light. Afterwards, in step (ii), the achieved J component is processed using a nonlinear contrast enhancement approach to improve the textural and color features of the fundus image without any further extraction steps. To test and evaluate the strength of the proposed technique, several performance and quality parameters-namely peak signal-to-noise ratio (PSNR), contrast-to-noise ratio (CNR), entropy (content information), histograms (intensity variation), and a structure similarity index measure (SSIM)-were applied to 1240 fundus images comprised of two publicly available datasets, DRIVE and MESSIDOR. It was determined from the experiments that the proposed enhancement procedure outperformed histogram-based approaches in terms of contrast, sharpness of fundus features, and brightness. This further revealed that it can be a suitable preprocessing tool for segmentation and classification of DR-related features algorithms.
Introduction
Diabetes mellitus (DM) has become a serious healthcare problem and is observed to be the fourth leading factor of death. Recently, the number of diabetic patients was 336 million around the world, and this number is auspicated to reach 592 million by the year 2035 [1] . Diabetic retinopathy (DR) is a microvascular complication of diabetes that causes eyesight loss in various ethnicities of the working-age population. To date, 80% of DR cases have been recorded in patients who have suffered from diabetes for more than 10 years. If the DR patient undergoes early screening and consistent treatment, then the progression of DR can be reduced from severe to the mild stage. The categorization [7] .
The acquisition of fundus images is accomplished using a fundus camera, where fundus images are captured using different light conditions and angles. Therefore, these images suffer from inadequate brightness and contrast, leading to low segmentation and classification results in DR assessment. Figure 2a illustrates the uneven illumination conditions of fundus images, whereas Figure 2b shows a noisy and low contrast fundus image [8] . The automated diagnosis of DR is only possible by the identification of DR-related features on the fundus images. This could be a challenging task because of varied contrast, appearance, and structure of these DR-based lesions.
Since MA is defined as an initial clinical indicator of the presence of DR in fundus images, the contrast between the yellowish part (MAs), white region (exudates), and vasculature system is observed to be very low, which makes the segmentation of tiny MAs in the respective fundus part crucial, polemic, and exhaustive for both clinicians and CAD systems. To obtain better real-time settings of DR or to present the fine visual perception of DR-related features, the quality of fundus images needs to be optimized to an acceptable level. Among the parameters of good image quality, contrast is a more significant attribute than dynamic level of brightness and resolution. Contrast enhancement of fundus images has been observed to be an important step by computational algorithms in obtaining better quantitative measurements from the images. Most of the contrast enhancement methods available in the literature are based on spatial (histogram) domains [9, 10] . [7] .
Since MA is defined as an initial clinical indicator of the presence of DR in fundus images, the contrast between the yellowish part (MAs), white region (exudates), and vasculature system is observed to be very low, which makes the segmentation of tiny MAs in the respective fundus part crucial, polemic, and exhaustive for both clinicians and CAD systems. To obtain better real-time settings of DR or to present the fine visual perception of DR-related features, the quality of fundus images needs to be optimized to an acceptable level. Among the parameters of good image quality, contrast is a more significant attribute than dynamic level of brightness and resolution. Contrast enhancement of fundus images has been observed to be an important step by computational algorithms in obtaining better quantitative measurements from the images. Most of the contrast enhancement methods available in the literature are based on spatial (histogram) domains [9, 10] . is a low-contrast and noisy image [8] .
Histogram equalization (HE) is a significant operated image enhancement art due to its easy implementation. Moreover, a number of HE variants in the literature have been found to be promising in the enhancement of a dynamic range of modalities. Each variant has its own merits and demerits [11] . An adaptive histogram equalization (AHE) was then presented to overcome the shortcomings of HE, i.e., the over-enhancement of artifacts and intensity saturation. These adaptive approaches applied the histogram on pixel levels to boost the regional contrast of the image. The AHE produces good results, but it has a slow processing speed and great influence on the amplification of noise [12] . To address these problems, a contrast-limited adaptive histogram equalization (CLAHE) procedure was released in Reference [13] , which has been observed to be remarkable in the removal of high rations of noise, artifacts, and over-enhancement of bright regions from the images. Due to its popularity, various CLAHE extensions have been proposed by authors [14, 15] . The key problem of CLAHE is not employing the complete range of histograms for image enhancement, as well as suppressing some fine details. In addition to the usage of a non-holistic histogram range, the performance of CLAHE also highly depends on the selection of contextual regions, tile size, histogram bins, adequate distribution of tiles, and the parameters of an enhanced image itself. This seems to be computationally expensive, and obtained CLAHE results become worse than an original image [16] . Later, an exposure-based sub-image histogram equalization (ESIHE) was created to come up with a solution to regulate the enhancement rate, maintain brightness, and lessen noise level [12] . Yang et al. [17] considered a bin underflow-bin overflow histogram equalization (BUBOHE) scheme to solve the HE problems. Their scheme remained successful in image enhancement, but it failed to address the problem of decreased local contrast. Another study based on adaptive gamma correction (AGC), proposed by Chiu et al. [18] , was used to enhance the quality of dimmed light images. They employed weight distribution on pixel level intensity to improve image contrast. Their approach presented significant contrast levels, but over-enhanced the bright area of the image. Saravanan et al. [19] used an adaptive histogram equalization on a green plane of the RGB image to improve the contrast. Initially, a green channel was extracted because of its rich color and content details. Then, background subtraction was performed using a median filtered grayscale image, and finally, an AHE was applied to normalize the brightness and intensity. Similarly, a shaded correction method [20] was employed to subtract the background details and to improve the contrast of color images. However, these mechanisms have produced spot noise and increased the luminance of the brighter features, i.e., the optic disc and cup. Intajag et al. [21] considered a fuzzy set with a derivation equation to partition the histogram into multimodes for image enhancement. They mainly applied a fuzzy set on each mode of histogram to get an optimal crossover point of the S-function with the highest probability of the fuzzy index, which was then utilized for enhancement. Their scheme was found to be successful in image enhancement, but still, the problem of over-enhancement of noise was not addressed. Figure 3 demonstrates the application of an RGB component in the extraction of diagnostic parameters for DR assessment. Datta et al. [22] computed a fuzzy histogram of the green channel and then partitioned it into subhistograms. Finally, contrast enhancement was achieved using the equalization of an intensity level of the subhistograms with minimization of the difference of mean brightness with respect to its corresponded original Histogram equalization (HE) is a significant operated image enhancement art due to its easy implementation. Moreover, a number of HE variants in the literature have been found to be promising in the enhancement of a dynamic range of modalities. Each variant has its own merits and demerits [11] . An adaptive histogram equalization (AHE) was then presented to overcome the shortcomings of HE, i.e., the over-enhancement of artifacts and intensity saturation. These adaptive approaches applied the histogram on pixel levels to boost the regional contrast of the image. The AHE produces good results, but it has a slow processing speed and great influence on the amplification of noise [12] . To address these problems, a contrast-limited adaptive histogram equalization (CLAHE) procedure was released in Reference [13] , which has been observed to be remarkable in the removal of high rations of noise, artifacts, and over-enhancement of bright regions from the images. Due to its popularity, various CLAHE extensions have been proposed by authors [14, 15] . The key problem of CLAHE is not employing the complete range of histograms for image enhancement, as well as suppressing some fine details. In addition to the usage of a non-holistic histogram range, the performance of CLAHE also highly depends on the selection of contextual regions, tile size, histogram bins, adequate distribution of tiles, and the parameters of an enhanced image itself. This seems to be computationally expensive, and obtained CLAHE results become worse than an original image [16] . Later, an exposure-based sub-image histogram equalization (ESIHE) was created to come up with a solution to regulate the enhancement rate, maintain brightness, and lessen noise level [12] . Yang et al. [17] considered a bin underflow-bin overflow histogram equalization (BUBOHE) scheme to solve the HE problems. Their scheme remained successful in image enhancement, but it failed to address the problem of decreased local contrast. Another study based on adaptive gamma correction (AGC), proposed by Chiu et al. [18] , was used to enhance the quality of dimmed light images. They employed weight distribution on pixel level intensity to improve image contrast. Their approach presented significant contrast levels, but over-enhanced the bright area of the image. Saravanan et al. [19] used an adaptive histogram equalization on a green plane of the RGB image to improve the contrast. Initially, a green channel was extracted because of its rich color and content details. Then, background subtraction was performed using a median filtered grayscale image, and finally, an AHE was applied to normalize the brightness and intensity. Similarly, a shaded correction method [20] was employed to subtract the background details and to improve the contrast of color images. However, these mechanisms have produced spot noise and increased the luminance of the brighter features, i.e., the optic disc and cup. Intajag et al. [21] considered a fuzzy set with a derivation equation to partition the histogram into multimodes for image enhancement. They mainly applied a fuzzy set on each mode of histogram to get an optimal crossover point of the S-function with the highest probability of the fuzzy index, which was then utilized for enhancement. Their scheme was found to be successful in image enhancement, but still, the problem of over-enhancement of noise was not addressed. Figure 3 demonstrates the application of an RGB component in the extraction of diagnostic parameters for DR assessment. Datta et al. [22] computed a fuzzy histogram of the green channel and then partitioned it into subhistograms. Finally, contrast enhancement was achieved using the equalization of an intensity level of the subhistograms with minimization of the difference of mean brightness with respect to its corresponded original image. However, the problem of a high rate of luminosity in the brighter region of the image remained unsolved. A green plane modification [23] and a multiscale image analysis with a Laplacian pyramid [24] were found significant in image normalization and contrast enhancement. These two studies [25, 26] presented a comprehensive look at the HE, AHE, CLAHE, and Mahalanobis distance arts investigated for image enhancement. These approaches produced reasonable image enhancement results, but were found less effective in the elimination of the over-enhancement of noise and luminance in the brighter part of the image. image. However, the problem of a high rate of luminosity in the brighter region of the image remained unsolved. A green plane modification [23] and a multiscale image analysis with a Laplacian pyramid [24] were found significant in image normalization and contrast enhancement. These two studies [25, 26] presented a comprehensive look at the HE, AHE, CLAHE, and Mahalanobis distance arts investigated for image enhancement. These approaches produced reasonable image enhancement results, but were found less effective in the elimination of the over-enhancement of noise and luminance in the brighter part of the image. Due to the drawbacks of the above enhancement arts, the aim of this work was to develop a realtime image enhancement tool to boost the contrast of fundus images holistically without any pre-or postprocessing steps or distortion of mean brightness and color information of the image. Lastly, the presented art results were compared to histogram-related methods and recorded up to the mark in optimization of these method limitations.
Accordingly, the structure of the paper is organized as follows: Section 2 highlights some detail about common histogram-based image enhancement methods. Section 3 illustrates the pipeline of the methodology in detail. Experimental settings and results are given in Section 4. The discussion of the paper is given in Section 5. Final remarks with some future directions for the paper are concluded in Section 6.
Histogram-Based Image Enhancement Arts
This section presents a brief overview of histogram-based running arts such as HE, AHE, CLAHE, and ESIHE. These methods have been widely applied in the image pre-processing domain to improve the contrast and textural information of images.
Histogram Equalization (HE)
HE is an image-processing technique focused on image intensities to enhance the local contrast of the image. Moreover, it operates on the principle of a uniformly distributed gray scale histogram, which has a viable contrast. Suppose f is an Ar × Ac confirmed image holding an intensity range from 0 to L-1. L indicates the depth of the intensity range, i.e., 256. If the histogram distribution of the image has a wide and flattened gray level, then it represents a highly contrasted image. It is noticed that HE is useful for very large tones of light background and dark foreground images. HE can significantly stretch local contrast to show the nonvisible features of an image and thus is helpful in the differentiation of the most observable image regions. Due to the drawbacks of the above enhancement arts, the aim of this work was to develop a real-time image enhancement tool to boost the contrast of fundus images holistically without any preor postprocessing steps or distortion of mean brightness and color information of the image. Lastly, the presented art results were compared to histogram-related methods and recorded up to the mark in optimization of these method limitations.
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Histogram Equalization (HE)
HE is an image-processing technique focused on image intensities to enhance the local contrast of the image. Moreover, it operates on the principle of a uniformly distributed gray scale histogram, which has a viable contrast. Suppose f is an Ar × Ac confirmed image holding an intensity range from 0 to L-1. L indicates the depth of the intensity range, i.e., 256. If the histogram distribution of the image has a wide and flattened gray level, then it represents a highly contrasted image. It is noticed that HE is useful for very large tones of light background and dark foreground images. HE can significantly stretch local contrast to show the nonvisible features of an image and thus is helpful in the differentiation of the most observable image regions.
Adaptive Histogram Equalization (AHE)
The function of an AHE is based on the computation of different image histograms to use them in the reallocation of the intensities for an image contrast enhancement. It is therefore a more viable procedure than a standard HE in regional contrast improvement and sharpness of image edges. However, it has a great tendency toward noise amplification in the image homogeneous parts.
Contrast-Limited Adaptive Histogram Equalization (CLAHE)
The aim of CLAHE is to overcome the noise amplification problem of the histogram equalization scheme by applying the threshold on the slope of the function of input image intensity values to the resultant image intensities. Perhaps CLAHE is more appropriate for very low-contrast images. It uses a contrast-limited transformation function on the adjacent neighborhood pixels to boost the contrast. Contrast enhancement is directly associated with the height of the histogram, and therefore both limiting the slope and clipping the histogram height operate as the same function to control the enhancement rate.
Exposure-Based Sub-Image Histogram Equalization (ESIHE)
The efficacy of ESIHE has been observed to be superior than HE extensions in the production of control and in regulating enhancement levels with better brightness. ESIHE is based on a clipping (i.e., height of) histogram in order to clip the highest histogram value rather than the already defined threshold. This allows for adjusting the clipping threshold. The exposure of ESIHE is less discussed than other enhancement arts in the literature. The output of ESIHE has also been found to be robust in terms of an entropy and contrast rate using low grayscale images.
Methodology
It has been noticed that contrast enhancement has a vital role in automated medical imaging analysis. The pipeline of the proposed fundus image enhancement procedure is described in Figure 4 .
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Methodology
It has been noticed that contrast enhancement has a vital role in automated medical imaging analysis. The pipeline of the proposed fundus image enhancement procedure is described in Figure  4 . 
RGB-to-J Component of CIECAM02 Model Conversion
There are numerous color space models available in the image processing field, such as HSV, HSI, CIELAB, CIE L*U*V, CIECAM97s, and many more for the better visualization of image features. This work adopted an enhanced version of the CIECAM97s model, called CIECAM02, due to its strength in grayscale with high rates of brightness. It also has the ability to measure color differences in diverse ranges of viewing coordinates and to provide uniform color spaces. The CIECAM02 color model was developed by the Commission International Eclairage (CIE) in 2002 to overcome the challenges of the CIECAM97s model. The CIE is responsible for releasing color appearance models for color management systems. The CIECAM02 has the potential to anticipate color appearances, especially chromatic adaption in dynamic ranges of viewing conditions. It has six different color 
There are numerous color space models available in the image processing field, such as HSV, HSI, CIELAB, CIE L*U*V, CIECAM97s, and many more for the better visualization of image features. This work adopted an enhanced version of the CIECAM97s model, called CIECAM02, due to its strength in grayscale with high rates of brightness. It also has the ability to measure color differences in diverse ranges of viewing coordinates and to provide uniform color spaces. The CIECAM02 color model was developed by the Commission International Eclairage (CIE) in 2002 to overcome the challenges of the CIECAM97s model. The CIE is responsible for releasing color appearance models for color management systems. The CIECAM02 has the potential to anticipate color appearances, especially Algorithms 2019, 12, 14 6 of 16 chromatic adaption in dynamic ranges of viewing conditions. It has six different color appearance modules, such as brightness Q, lightness J, colorfulness M, chroma C, saturation S, and hue H [27] .
Although our objective was to enhance the contrast of fundus images, the first step of the proposed scheme was the conversion of an input RGB fundus image into lightness, denoted as J, an attribute of the CIECAM02 model. This respective J component contains gray information with an eminent level of brightness. Initially, an RGB image was separated into red, green, and blue channels, and then stored each channel value in a vector. Afterwards, tristimulus values were computed in order to get a J component of the CIECAM02 model. Equation (1) 
In the above Equation (1), tristimulus values, denoted as XYZ, were obtained by the multiplication of R , G , B values (i.e., stored in a vector) with chromaticity values, which were taken from Reference [28] . Next, the computed XYZ values were then used in Equations (2) and (3) to get the J module of the CIECAM02 model as follows:
In Equation (2), srgb2xyz is a standard red, green, and blue colorimetry, used here as a function of the vectorized tristimulus values. Finally, the J attribute was achieved using an xyz2cam function in Equation (3), applied to acquired tristimulus values.
Histogram of J module
An image histogram is a typical histogram technique used to present the graphical layout of an image with intensity variation. It assists us in analogies of pixel intensity and contrasts of an image. To equally improve the image contrast, a histogram step in the present study was executed after the conversion of an RGB input image into a J module. Generally, an acceptable level of image histogram consists of a wide range of flattened histograms. Figure 5 illustrates the visual example of a J module with its corresponding histogram.
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Image Enhancement
This research employed an enhancement algorithm that augments color content of the fundus image. To improve the image contrast, an edge sharpening procedure was applied on the J component of the CIECAM02 model under Laplacian transform and Laplacian pyramid image representation. This method concentrates on creating high-spatial color contents using the existing content of an image in a nonlinear fashion [29] , as it has been determined that a fundus image contains 
This research employed an enhancement algorithm that augments color content of the fundus image. To improve the image contrast, an edge sharpening procedure was applied on the J component of the CIECAM02 model under Laplacian transform and Laplacian pyramid image representation. This method concentrates on creating high-spatial color contents using the existing content of an image in a nonlinear fashion [29] , as it has been determined that a fundus image contains an odder
illumination in the brighter area than in the central surface of the image. The respective enhancement approach has the ability to deal with extensive levels of brightness and has been found to be robust against noise, non-uniform illumination, low contrast, artifacts, and transmission errors in the image.
Suppose L o is the Laplacian pyramid component, and L −1 is the higher Laplacian color content. Then the final enhanced image is yielded using the following equations:
where s indicates a scaling constant, and BOUND(x) is a function defined as
The definition of T is as follows, (1 − c) × L omax , where c denotes pixel ranges from [0-1]. Finally, the enhanced image is calculated as follows:
Here, J represents the lightness module, and L −1 is the high-frequency part of pyramid representation. Figure 6 shows a visual representation of the proposed enhanced image.
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Then the final enhanced image is yielded using the following equations:
The definition of T is as follows, (1 − c) × Lomax, where c denotes pixel ranges from [0-1]. Finally, the enhanced image is calculated as follows:
Output Image = L-1 * J. (6) Here, J represents the lightness module, and L-1 is the high-frequency part of pyramid representation. Figure 6 shows a visual representation of the proposed enhanced image. 
Experimental Results and Settings
The proposed fundus image enhancement strategy was tested on 1240 images comprised of two publicly available datasets, i.e., DRIVE [30] and MESSIDOR [31] . The details of these images are given in Table 1 . DRIVE is an online available dataset of 40 lossless fundus images in an RGB format with clinical expert annotations. These 40 images are equally classified into training and testing sections. The resolution of each image is 768 × 584 pixels with a field of view (FOV) of 45°. MESSIDOR is also a publicly available dataset that contains 1200 lossless images with ophthalmologist labels. These images were captured with a FOV of 45° at various dimensions. To evaluate the suitability of the proposed scheme with other histogram-oriented methods, a statistical analysis was conducted using entropy, peak signal-to-noise ratio (PSNR), contrast-to-noise ratio (CNR), histogram, and structure similarity index measure (SSIM) parameters. These parameters have been employed by the contrast enhancement arts in the measurement of image quality. All experiments were executed using MATLAB R2017b on a Core i5 64-bit Intel processor system with 16 GB DDR3 RAM, running an operating system (Windows 10). An average time of 7 s was computed for each enhanced image by the presented enhancement art. The subsequent section discusses the mathematical foundation of the applied quality parameters with their results. 
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Performance Evaluation Histogram of Contrast-Enhanced Images
In this section, the results of the contrast enhancement images with their histograms produced by the proposed art and other developed histogram methods are shown using low contrast and bright images. Figure 7a -f illustrates the visual results of the before and after enhancement images. It can be observed from Figure 7a -f that the obtained results by HE, AHE, CLAHE, and ESIHE were found to be less satisfactory because of visual perception difference in color and brightness. In addition, fundus anatomic features (disc, cup, and retinal vessels) and DR-based lesions were reported to be less visible, which leads to poor performance of the segmentation approaches. Similarly, the output produced by the proposed method was noticed to be reasonable in image color, textural, and brightness information. Figure 8a -f shows the histogram variance performance of all applied arts with reference to an original image histogram. Since the good histogram is one, it has a flat and wide range of gray information [12] . As can be noticed in Figure 8a -f, the visual appearance and interpretation of the proposed art histogram was comprehensively better than HE, AHE, and CLAHE. This is because the histograms of HE, AHE, and CLAHE did not have a wide range of flattened gray level, and thus caused false positives of dark regions. Meanwhile, the ESIHE histogram was found to be nearly flattened, but did not have a wide gray range, which leads to brightening the dark region of the image. Thus, the presented image quality enhancement art could be an efficient strategy in improving the sharpness of fundus features and in preserving the fine details of an image. Moreover, it could improve the performance of the computational segmentation and classification procedures in the localization of abnormal features in fundus images. 
Entropy
The objective of entropy is to present the average content information of an image. A larger value of entropy is assumed to be good image quality. To compute image entropy, Equation (7) is as follows:
Here, ENT is entropy, L denotes gray levels, l means intensity level, and I(l) is a probability density function.
It can be analyzed from Table 2 that the entropy measures of the proposed art using four tested images were acceptable because it contained a higher rate of contrast and image information than other approaches. HE, AHE, and CLAHE results in the entropy domain were less acceptable because of a loss of image information that further led to the false detection of DR. Meanwhile, ESIHE results were nearly observed with the proposed method, but it suffered from the over-enhancement of noise in the entropy domain. The obtained entropy by the proposed art was noticed to be acceptable with original tested image entropies. The proposed art enhanced the contrast without an amplification of the noise component. Thus, it can be concluded that the performance of the proposed art using an entropy parameter was highly superior to an existing method.
Peak Signal-to-Noise-Ratio (PSNR)
PSNR aims to show the quality of the resultant image after the application of the technique [9] . A greater PSNR value tends toward a high quality of the reconstructed image. Initially, a mean square error (MSE) is calculated to get a PSNR value, as given in Equation (8):
After MSE calculation, the root MSE is applied in order to get a PSNR as follows:
In Equations (8) and (9), X(i,j) represents an input image with an index i and j, having M by N pixels, while Y(i,j) denotes the resultant enhanced image at location (i,j). Peakvalue indicates the maximum difference between an original image value and MSE. The achieved PSNR value by the 
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Peak Signal-to-Noise-Ratio (PSNR)
In Equations (8) and (9), X(i,j) represents an input image with an index i and j, having M by N pixels, while Y(i,j) denotes the resultant enhanced image at location (i,j). Peakvalue indicates the maximum difference between an original image value and MSE. The achieved PSNR value by the proposed art using four tested samples, as shown in Table 3 , was found to be more significant than histogram-based approaches. This indicates that the proposed art had a greater contrast ration in comparison to the other approaches. HE, AHE, and CLAHE were observed to be less effective in enhancing the contrast, while ESIHE produced better a PSNR than its other extensions. The PSNR analysis of the proposed art reveals that it could be a useful preprocessing solution for computational algorithms in real-time settings of DR. 
Structure Similarity Index Measure (SSIM)
SSIM is an index employed to measure the structure similarity between an original and an enhanced image [9] . A greater value of an SSIM indicates the best identical images with a high contrast rate. Equation (10) shows the calculation of the SSIM index:
In the above Equation (10), X, Y denote two windows with the same dimensions as the original and reconstructed image; α > 0, β > 0, γ > 0 denote constant exponents used here as weight parameters; and l, s, c represent luminance, structure, and contrast components, computed as follows:
The terms µ and σ indicate the average and variance of X, Y, respectively, in the aforementioned Equations (11)- (13), while a 1 , a 2 , and a 3 are used as constant parameters to avoid instability between the average and variance of X, Y, and were specifically chosen as a = (KL) 2 . Here, L contains a dynamic range of pixel values, i.e., 255, and K < 1 is a small constant. In order to simplify the expression, the values of α = β = γ = 1 and a 3 = a 2
2 . An SSIM value of 1 means the best possible structure similarity between an original and enhanced image.
As can be seen in Table 4 , the proposed art achieved the highest SSIM values (near to 1) on tested images and outperformed the other methods. The performance of HE, AHE, and CLAHE in the SSIM domain were observed to be less significant in terms of having an identical structure to the original tested images. However, ESIHE nearly performed with the proposed art in enhancing contrast with acceptable structures of tested images. Finally, the obtained SSIM by the proposed art demonstrated the efficacy of the proposed art in enhancing image contrast without distortion of the image structures. 
Contrast-to-Noise-Ratio (CNR)
The objective of CNR is to estimate the noise and contrast between an input and resultant enhanced image. Recently, CNR has been extensively used in medical imaging quality assessments [32] . The formula for the calculation of CNR is as follows:
Here in Equation (14), µ 1 , µ 2 , σ 1 , and σ 2 indicate the expectation values and standard deviations of two different signals, i.e., two areas of different brightness in a fundus image.
As seen in Table 5 , the proposed fundus image enhancement method was able to improve the contrast of noisy, poor contrast, and non-uniform illumination images. The achieved CNR values of the presented art were found to be more prominent than histogram-oriented approaches. The mean and standard deviation values of the original and final enhanced images of the proposed art and all other histogram-based approaches were calculated, as given in the comparison Table 6 . Standard deviation implies image quality, i.e., a higher standard deviation value indicates a high-quality image. As seen in Table 6 , the achieved standard deviation values of the proposed fundus image enhancement art using Entropy (4.60 ± 4.52), PSNR (23.78 ± 20.10), SSIM (0.98 ± 0.96), and CNR (8.78 ± 7.67) exhibit high mean and standard deviation results. Meanwhile, the results of the other approaches did not exhibit such a performance. In addition to the obtained standard deviation results, Fisher's F-statistic was also applied to get the statistical analysis in order to justify the superiority of the proposed fundus image enhancement method over the histogram-related arts using entropy, PSNR, and CNR. In Table 7 , the outcome of this statistical analysis is reported by showing F-values and p-values [33] . The p-value was observed to be less than 0.05 for all quality parameters. Thus, the quantitative assessment of all applied image enhancement arts with respect to quality metrics was statistically significant. It can be seen in Table 7 that the achieved statistical results denote that the proposed art was more successful in obtaining high image quality with intact image features than its competitors. 
Discussion
In modern ophthalmology, the application of fundus photography has been observed to be notable in the early screening of glaucoma, cataracts, and diabetic retinopathy. Further, it assists clinical experts in quickly analyzing the relationship between normal and intricate features of DR. Fundus images often suffer from a dynamic range of image artifacts such as noise, low contrast, and non-uniform illumination. Therefore, there is a dire need for image preprocessing steps to normalize and regulate the contrast of fundus images in order to obtain high segmentation and classification results [34] [35] [36] [37] [38] . In this paper, a novel medical fundus image enhancement scheme is presented based on a color perception model, named a CIECAM02 model, with a contrast enhancement method. To improve the global content and contrast of an image, an enhancement approach was applied using a CIECAM02 lightness J component in a nonlinear fashion. To quantitatively evaluate the performance of the proposed art, some quality parameters, i.e., PSNR, CNR, histogram, entropy, and SSIM, were applied to 1240 fundus images collected from two publicly available datasets. These parameters were widely adopted by the common histogram-based image enhancement arts such as HE, AHE, CLAHE, and ESIHE to measure image quality. The proposed method performance using the quality parameters in the experiments showed a significant improvement in fundus image quality enhancement over the other histogram methods. However, the performance of the ESIHE method was noticed to be far better than its other extensions in image enhancement.
The first experiment was to compare the histogram of the proposed art with reference to the histogram of the input image and other histogram-based approaches, as shown in Figure 8 . The obtained histogram of the proposed method was notable in the adjustment of the histogram and contrast enhancement.
The second experiment was to evaluate the entropy of the original images with the exploited enhancement methods. The term entropy means the average information of an original image (in this scenario, 4.56, 4.55, 4.57, and 4.61). As seen in Table 2 , the obtained entropy of HE and AHE was less than the original image entropy value, which indicates the loss of image details and further leads to the production of false detection in DR subjects. Similarly, the entropy range of CLAHE far exceeded the original images. This indicates the enhancement of noise components. Meanwhile, ESIHE achieved more acceptable entropy results than its extensions. In contrast to the ESIHE results, the entropy ratio of the proposed art was noticed to be very satisfactory, with reference to original image entropies. Hence, it can be concluded that the proposed method has the ability to enhance fundus image quality without improving noise and other artifacts.
The third experiment was to test the potential of the proposed art using the PSNR parameter against the original and histogram-based methods. From Table 3 , it is clearly shown that the obtained PSNR values of HE, AHE, CLAHE, and ESIHE were reported to be at a minimum compared to the proposed method. These arts failed to improve the contrast of the fundus image to an appreciable level. However, the PSNR of the presented art was found to be superior to the other methods, which means that it could boost the contrast of the fundus image to the highest level. It has been clear that a greater value of an SSIM or CNR leads to high contrast and identical information between the reference and well-enhanced image. In the fourth and fifth experiments, the obtained SSIM and CNR results of the proposed art, as given in Tables 4 and 5 , were observed to be more superior than HE, AHE, CLAHE, and ESIHE. This further indicates that the proposed method was found to be successful in the improvement of fundus image contrast while preserving high structure similarity with the original image.
The proposed fundus image enhancement strategy was also successful in the removal of blurriness and noise existing in the DR fundus image. As is clearly seen in Figure 9b , the output of the proposed scheme contained a high-contrast fundus image with more feasible DR features after the processing of an input noisy image. Hence, the proposed fundus image enhancement system can be a useful tool in the production of real-time DR applications. PSNR values of HE, AHE, CLAHE, and ESIHE were reported to be at a minimum compared to the proposed method. These arts failed to improve the contrast of the fundus image to an appreciable level. However, the PSNR of the presented art was found to be superior to the other methods, which means that it could boost the contrast of the fundus image to the highest level. It has been clear that a greater value of an SSIM or CNR leads to high contrast and identical information between the reference and well-enhanced image. In the fourth and fifth experiments, the obtained SSIM and CNR results of the proposed art, as given in Tables 4 and 5 , were observed to be more superior than HE, AHE, CLAHE, and ESIHE. This further indicates that the proposed method was found to be successful in the improvement of fundus image contrast while preserving high structure similarity with the original image. The proposed fundus image enhancement strategy was also successful in the removal of blurriness and noise existing in the DR fundus image. As is clearly seen in Figure 9b , the output of the proposed scheme contained a high-contrast fundus image with more feasible DR features after the processing of an input noisy image. Hence, the proposed fundus image enhancement system can be a useful tool in the production of real-time DR applications. Figure 10 illustrates the strength of the proposed art in uneven illumination images. Here, it is noticed that non-uniform illumination was removed at a high rate by the proposed method. Moreover, fundus anatomic features were observed with a high visible ratio, resulting in making existing computerized DR systems more effective in DR assessment. Figure 10 illustrates the strength of the proposed art in uneven illumination images. Here, it is noticed that non-uniform illumination was removed at a high rate by the proposed method. Moreover, fundus anatomic features were observed with a high visible ratio, resulting in making existing computerized DR systems more effective in DR assessment. Figure 10 illustrates the strength of the proposed art in uneven illumination images. Here, it is noticed that non-uniform illumination was removed at a high rate by the proposed method. Moreover, fundus anatomic features were observed with a high visible ratio, resulting in making existing computerized DR systems more effective in DR assessment. From the aforementioned experiments, it is well understood that the proposed method was more successful in fundus image quality enhancement than histogram-based image enhancement approaches using a diverse range of low-contrast and non-uniform illumination of images. Both contrast enhancement and color preservation of blurry and non-uniform illumination fundus images were improved by the presented method without following any long pre-or postprocessing steps such as histogram stretching, division of histogram modes, denoising techniques, and cumulative distribution functions. Those processing steps are often adopted by existing image enhancement From the aforementioned experiments, it is well understood that the proposed method was more successful in fundus image quality enhancement than histogram-based image enhancement approaches using a diverse range of low-contrast and non-uniform illumination of images. Both contrast enhancement and color preservation of blurry and non-uniform illumination fundus images were improved by the presented method without following any long pre-or postprocessing steps such as histogram stretching, division of histogram modes, denoising techniques, and cumulative distribution functions. Those processing steps are often adopted by existing image enhancement methods to boost image quality. Moreover, existing fundus image enhancement methods are focused mainly on central contrast enhancement rather than brightness. However, both brightness and contrast factors have a vital role in improving DR-based CAD system efficiency in segmentation and classification of important NPDR features. The only limitation of the proposed enhancement strategy was not to directly implement DR-based CAD systems due to further investigating insights into the proposed art using a diverse range of high-quality fundus images for advancement rather than applications.
Conclusions and Future Remarks
The development of a fundus image quality enhancement criterion is clinically considered to be an effective way to improve the performance of DR-based computerized screening systems. This implementation leads to cost reductions in screening programs, which facilitates access to those patients that belong to rural and urban regions. This paper presented a novel medical fundus image enhancement tool for DR grading. Initially, an RGB fundus image was decomposed into a lightness module of the CIECAM02 color model. This lightness component was further processed by a nonlinear enhancement algorithm to improve the contrast and color content of the fundus image. Finally, all previous components were combined to form an enhanced RGB image. In view of the simple implementation requirements and notable computational performance of the proposed scheme, it can be a useful enhancement scheme for high-end medical image repositories. In the future, the strength of the presented art can be tested on other medical colored modalities and real-world screening programs for DR, where the fundus images come from a dynamic range of resolutions, contrasts, and multiple ethnicities. Moreover, the proposed method will be evaluated on perceptual-oriented color space, various image enhancement approaches, and filters for decomposition and contrast enhancement of the high-resolution images. 
